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Claims 



15 



claim: 

A pharmaceutical composition comprising a compound of the structure Q) 



wherein Y, at each occurrence, is indq)endently selected from flie group 

consisting of C(0), N, CR\ C(R^)(R^ ), NR^ CH, O and S; 
qisanintegeroffromS to 10; 

A is selected from flie group consisting of O, S, C(R*^)(R" ) and NR^; 
E is selected from the group consisting of CHz, O, S, and 

J is selected from the group consisting of O, S and NR*; 

T is selected from the group consisting of C(0) and (CH2)b wherein b is an 

integer of 

from 0 to 3; 

M is selected from the group consisting of C(R^)(R^^ and 

(CH2)u, wherein u is an integer of from 0 to 3; 
L is selected from the group consisting of 0, NR^*, S, and 

(CH2)n wherein n is an integer of 0 or 1 ; 
X is selected from the group consisting of CO2B, PO3H2, 

SO3H, SO2NH2, S02NHC0R*^ OPO3H2, C(0)NHC(0)R^^ 

C(0)NHS02R^^ hydroxyl, tetrazolyl and hydrogen; 
W is selected from tiie group consisting of C, CR" and N; 
B is selected from the group consisting of hydrogen, alkyl, alkenyl, 

alkynyl, hydroxyallgrl, haloalkyi, -CF3, cycloalkyl, cycloalkenyl, 

cycloallQ^yl, cycloallqrlalkyl, aiyl, heterocyclyl, alkjiaryl, aralkenyl, aralkyl. 




5 
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allq^lheterocyclyl, heterocyclylalkyl and aiyloxyalkyi; and 
R^R^R^ R^R^R^R',R^R^R"'.R".R'^R•^ r'*,r'*. R'*andR"ateach 
occurrence are independently selected from the group consisting of 
hydrogen, halogen, alkyl, alkenyl, alkynyl, alkoxy, alkenoxy, alkynoxy, 
thioalkoxy, hydroxyalkyl, aliphatic acyl, -CF3, -CO2H, -SH, 
-CN, -NO2, -NH2, -OH, alkynylamino, alkoxycarbonyl, heterocycloyl, 
carboxy, -N(C|-C3 alkyl)-C(0)(Ci-C3 alkyl), .NHC(0)N(Ci-C3 
alkyl)C(0)NH(Ci-C3alkyl), -NHC{0)NH{CrC6 alkyl), -NHS02(CrC3 
alkyl), -NHSOzCaryl), alkoxyalkyl, alkylamino, alkenylamino, di(Cr 
C3)amino, -C(0)0-(Ci-C3)aIkyl, -C(0)NH-{CrC3)alkyl, -C(0)N(CrC3 
alkyl)2, -CH=NOH -PO3H2, -OPO3H2, haloalkyl, alkoxyalkoxy, 
carboxaldehyde, carboxamide, cycloalkyl, cycloalkenyl, cycloalkynyl, 
cycloalkylalkyl, aiyl, aroyl, aiyloxy, aiylamino, biaryl, thioaiyl, 
diaiylamino, heterocyclyl, alkylaiyl, aialkenyl, aralkyl, alkylheterocyclyl, 
heterocyclylalkyl, sulfonyl, -S02-(CrC3 alkyl), -S03-(CrC3 alkyl), 
sulfonamido, carbamate, aiyloxyalkyi and -C(0)NH(benzyl) groups; 
wherein B, R^ R^ R\ r\ R^ R^ R^ R^ R^ R'*^, R", R*^^ R^^ 
R'^R'^ R'^^andR" are unsubstituted or substituted with at least 
one electron donating or electron withdrawing group; 
wherein when L is NR* \ and R^ ' taken together may form a ring; 
and wherein when M is C(R^(R*^, R' and R*° taken together may 
form a ring; 

and wherein when A is NR^ and at least one Y is CR\ R^ and R^ 
taken together may form a ring; 
or a pharmaceuticaDy acceptable salt thereof; 

one or more other therapeutically active compounds and a pharmacologically 
acceptable diluent 



A composition of claim 1 wherein 

AisNR*; 

EisNR^; 
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J is O; 

MisC(R'){R^*^; 
q is 4 or 5; 

T is (CH2)b wherein b is 0; 
5 L is (CH2)„ wherein n is 0; 

Xis CO2B; 
WisCorCR'^ 

R* is selected from the group consisting of aryl, alkylaiyl, aralkyl, 
heterocyclyl, alkylheterocyclyl and heterocyclylalkyl; and 
10 R^ R^, R^, R^^and R^^ are independently selected from the 

group consisting of hydrogen and lower alkyl 

3. A pharmaceutical composition comprising a compound of the structure 

O 




15 wherein Y, at each occurrence, is independently selected from the group 

consisting of C(0), N, CR', C(R^)(R^ ), NR^ CH, O and S; 
q is an integer of from 3 to 7; 

T is selected from the group consisting of C(0) and (CKi)^ wherein b is an 
integer ofO to 3; 

20 L is selected from the group consisting of O, NR", S, and 

(CH2)n wherein n is an integer of 0 or 1 ; 
W is selected from the group consisting of C, CR'^ and N; 
B is selected from the group consisting of hydrogen, alkyl, alkenyl, 

allQ^yl, hydxoxyalkyl, haloalkyl, -CF3, cycloalkyl, cycloalkenyl. 
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cycloalkynyl, cycloall^lalkyl, aiyl, heterocyclyl, alkylaryl, aralkenyl, aralkyl, 
alkylheterocyclyl, heterocyclylalkyl and aryloxyalkyl; and 
K\ R^ R\ R\ R\ R^ R^ R*^ R** and R*^ are independently selected from 
flie group consisting of hydrogen, halogen, alkyl, alkenyl, alkynyl, alkoxy, 
5 alkenoxy, alkynoxy, thioalkoxy, hydroxyalkyi, aliphatic acyl, -CF3, 

-CO2H. -SH. -CN, -NO2, -NH2, -OH, alkynylamino, alkoxycarbonyl, 
heterocycloyl, carboxy, -N(Ci-C3 alkyI)-C(0)(Ci-C3 alkyl), 
-NHC(0)N(Ci-C3 alkyl)C(0)NH(CrC3alkyl), -NHC(0)NH(Ci-C6 alkyl), 
-NHS02(C,-C3 alkyl), -NHS02(aiyl), alkoxyalkyl, alkylamino, 

10 alkenylamino, di(Ci-C3)amino, -C(0)0-(CrC3)alkyl, 

-C(0)NH-(Ci-C3)alkyl, -C(0)N(Ci-C3 alkyl)2, -CH=NOH, -PO3H2, 
-OPO3H2, haloalkyly alkoxyalkoxy, caiboxaldehyde, caiboxamide, 
cycloalkyl, cycloalkenyl, cycloallQ^yl, cycloalkylalkyl, aryl, aroyl, 
aiyloxy, arjdamino, biaryl, thioaiyl, diaiylamino, heterocyclyl, aUgrlaiyl, 

15 aialkenyl, arallQrl, alkylheterocyclyl, heterocyclylalkyl, sulfonyl, -S02-(Ci- 

C3 alkyl), -S03-{Ci-C3 alkyl), sulfonamido, carbamate, aryloxyalkyl and 
-<:(0)NH(benzyl) groups; 

wherein B, R\ R\ R^ R^ R^ R*, R^, R', r'**, R" and R^^are 

unsubstituted or substituted with at least one electron donating or 
20 electron withdrawing group; 

wherein when L is NR* \ R"^ and R* ^ taken together may form a ring; 
and wherein R' and R^° taken together may form a ring; 
and wherein when at least one Y is CR^ R* and R^ taken together 
may form a rin^ 
25 or a pharmaceutically acceptable salt thereof 

one or more other therapeutically active compounds and a pharmacologically 
acceptable diluent. 



4. 

30 



A composition of claim 3 wherein 

q is 4 or 5; 

WisCorCR*^; 
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T IS (CH2)b wherein bis 0; 
L is (CH2)n wherein n is 0; 

R* is selected from the group consisting of aryl, alkylaryl, aralkyi, 
heterocyclyl, alkylheterocyclyl and heterocyclylaikyl; and 
5 R', R^ R*® and R*^ are independently selected from the 

group consisting of hydrogen and lower alkyl. 



5. A pharmaceutical composition comprising a compound of the structure 

O 




10 

wherein Y, at each occurrence, is independently selected from the group 

consisting of C(0), N, CR*, C(R^)(R^), NR^ CH, O and S; 
q is an integer of from 2 to 5; 
15 T is selected from the group consisting of C(0) and (CH2)b wherein b is an integer 

of0to3; 

L is selected from the group consisting of O, NR'^ S, and 
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(CH2)n wherein n is an integer of 0 or 1 ; 

R^, R^, R" and R^^ are each independently selected from the group consisting of 
alkyl, alkenyl, alkynyl, hydroxyalkyl, aliphatic acyl, alkynylamino, 
alkoxycarbonyl, heterocycloyl, -CH=NOH, haloalkyl, alkoxyalkoxy, 
carboxaldehyde, carboxamide, cycloalkyl, cycloalkenyl, cycloalkynyl, 
cycloalkylalkyl, aryl, aroyl, aryloxy, arylamino, biaryl, thioaryl, diaiylamino, 
heterocyclyl, alkylaryl, aralkenyl, aralkyl, alkylheterocyclyl, heterocyclylalkyl, 
carbamate, aryloxyalkyl, hydrogen and -C(0)NH(benzyl) groups; 

B is selected from the group consisting of hydrogen, alkyl, alkenyl, 

alkynyl, hydroxyalkyl, haloalkyl, -CF3, cycloalkyl, cycloalkenyl, 
cycloalkynyl, cycloalkylalkyl, aryl, heterocyclyl, alkylaryl, aralkenyl, aralkyl, 
alkylheterocyclyl, heterocyclylalkyl and aryloxyalkyl; and 

R^ R^ R^, R^ R^ and R^** are independently selected from the group consisting of 
hydrogen, halogen, halkyl, alkenyl, alkynyl, alkoxy, alkenoxy, alkynoxy, 
thioalkoxy, hydroxyalkyl, aliphatic acyl, -CF3, -CO2H, -SH, -CN, -NO2, - 
NH2, -OH, alkynylamino, alkoxycaibonyl, heterocycloyl, carboxy, -N(Cr 
C3 alkyl)-C(0)(Ci-C3 alkyl), .NHC(0)N(CrC3 allorl)C(0)NH(Cr 
C3alkyl), -NHC(0)NH(CrC6 alkyl), -NHSQ2(Ci-C3 alkyl), -NHSOaCaryi), 
alkoxyalkyl,alkylamino, alkenylamino, di(Ci-C3)aniino, -C(0)0-(Cr 
C3)alkyl, -C(0)NH-(Ci-C3)alkyl, -C(0)N(Ci-C3 alkyl)2, -CH=NOH, - 
PO3H2, -OPO3H2, haloalkyl, alkoxyalkoxy, carboxaldehyde, carboxamide, 

cycloalkyl, cycloalkenyl, cycloalkynyl, cycloalkylalkyl, aryl, aroyl, 
aryloxy, aiylamino, biaryl, thioaryl, diarylamino, heterocyclyl, alkylaryl, 
aralkenyl, aralkyl, alkylheterocyclyl, heterocyclylalkyl, sulfonyl, -S02-(Ci- 
C3 alkyl), -S03-(Ci-C3 alkyl), sulfonamido, carbamate, aryloxyalkyl and 
-C(0)NH(benzyl) groups; 

wherein B, R\ R^ R^ R^ R^ R^ R^ R^ R^°, R*' and R**are 

unsubstituted or substituted with at least one electron donating or . 
electron withdrawing group; 

wherein when L is NR^ \ R^ and R' ' taken togeAer may form a ring; 

and wherein R^ and R^^ taken together may form a ring; 
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and wherein when at least one Y is CR', R* and R* taken 
together may form a ring; 
or a pharmaceutically acceptable salt thereof, one or more other therapeutically active 
compounds and a pharmacalogically acceptable diluent 

5 

6. A composition of claim 5 wherein R'^ is selected from the group consisting of 
hydrogen, alkyl, aiyl, aralkyl, cycloalkyl, alkylheterocyclyl, 
heterocyclylalkyl and heterocyclyl; 
T is (CH2)b wherein b is 0; 
10 L is (CH2)n wherein n is 0; 

Y is selected from the group consisting of CR^ and C(R^ )(R^ ) and 
q is 2 or 3. 



7. A composition of claim 5 wh^ein 




15 



is selected from the group consisting of 




O 
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wherein R*^ , R^* and R^* at each occurrence are independently selected from 
the group consisting of halogen, aXkyl, alkenyl, alkynyl, alkoxy, alkenoxy, 
alkynoxy, thioalkoxy, hydroxyalkyl, aliphatic acyl, -CF3, -OH, 
-CO2H, -SH, -CN, -NO2, -NH2, alkynylamino, alkoxycarbonyl, 
heterocycloyl, carboxy, -N(C|-C3 alkyl)-C(0)(Ci-C3 alkyl). 
-NHC(0)N(C,-C3 alkyl)C(0)NH(Ci-C3alkyl), -NHC(0)NH(CrC6 alkyl), 
-NHS02(Ci-C3 alkyl), -NHS02(aryl), alkoxyalkyl, alkylamino, alkenylamino, 
di(CrC3)amino, -C(0)0-(Ci-C3)alkyl, -C{0)NH-(Ci-C3)alkyl, -C(0)N(Ci-C3 
alkyl)2, -CH=NOH, -PO3H2, -OPO3H2, haloalkyl, alkoxyalkoxy, 
carboxaldehyde, carboxamide, cycloalkyl, cycloalkenyl, cycloalkynyl, 
cycloalkylalkyl, aiyl, aroyl, aiyloxy, aiylamino, biaiyl, thioaiyl, diaiylamino, 
heterocyclyl, alkylaryl, aralkenyl, aialkyl, alkylheterocyclyl, heterocyclylalkyl, 
sulfonyl, -S02-(Ci-C3 all^I), -S03-(CrC3 alkyl), sulfonamido, carbamate, 
aryloxyalkyl and -C(0)NH(benzyl) groups; 
R'* is selected from the group consistmg of alkyl, alkenyl, alkynyl, hydroxyalkyl, 
aliphatic acyl, allQraylamino, alkoxycarbonyl, heterocycloyl, -CH=NOH, 
haloalkyl, alkoxyalkoxy, carboxaldehyde, carboxamide, cycloalkyl, 
cycloalkenyl, cycloalkynyl, cycloallQ^Ialkyl, aryl, aroyl, aryloxy, aiylamino, 
biaiyl, thioaiyl, diarylamino, heterocyclyl, alkylaryl, aralkenyl, arallgfl, 
alkylheterocyclyl, heterocyclylalljyl, carbamate, aryloxyalkyl, hydrogen and 
-<:(0)NH(benzyl) groups; 
R^ is selected from the group consisting of hydrogen, halogen, alkyl, alkenyl, 
alkynyl, alkoxy, alkenoxy, alkynoxy, thioalkoxy, hydroxyalkyl, aliphatic 
acyl, -CF3, -CO2H, -SH, -CN, -NO2, -NH2, -OH, alkynylamino, 
alkoxycarbonyl, heterocycloyl, carboxy, -N(Ci-C3 alkyl)-C(0)(Ci-C3 
alkyl), -NHC(0)N(Ci-C3 alkyl)C(0)NH(Ci-C3alkyl), .NHC(0)NH(C,-C6 
alkyl), -NHS02(Ci-C3 alkyl), -NHS02(aiyl), alkoxyalkyl, alkylamino, 
alkenylamino, di(Ci-C3)amino, -C(0)0-(Ci-C3)alkyl, 
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-C(0)NH-(Ci-C3)alkyl, -C(0)N(Ci-C3alkyl)2, -CH=NOH, -PO3H2, 
-OPO3H2, haloalkyl, alkoxyalkoxy, carboxaldehyde, carboxamide, 
cycloalkyl, cycloalkenyl, cycloalkynyl, cycloalkylalkyl, aiyl, aroyl, aiyloxy, 
arylamino, biaiyl, thioaiyl, diaiylamino, heterocyclyl, alkylaiyl, aralkenyl, 
aralkyl, alkylheterocyclyl, heterocyclylalkyl, sulfonyl, -SOjKCi-Caalkyl), 
-S03-(Ci-C3 alkyl), sulfonamido, carbamate, aryloxyalkyl and 
-C(0)NH(benzyl) groups; 

c IS an integer of zero to two; 

d is an integer of zero to three; 

e is an integer of zero to foiu^ and 

i is an integer of zero to two. 



15 



The composition of claim 5 wherein R^^ is aralkyl; 
R*isaryl; 

T is (CH2)b where b is zero; 

L is {CH2)n where n is zero; and, 

B, R*, R^ R' and R^^ are each independently hydrogen. 



20 



9. A pharmaceutical composition comprising a compound of the structure 

O 



,18" 






N 




0 


I 


I 




wherein T is selected from the group consisting of C(0) and (CHaH wherein b is an 

integer of from 0 to 3; 
L is selected from the group consisting of O, NR' \ S, and 
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(CH2)n wherem n is an integer of 0 or 1 ; 
g is an integer of from 0 to 7; 

B is selected from the group consisting of hydrogen, alkyl, alkenyl, 

alkynyl, hydroxyalkyl, haloalkyl, -CF3, cycloalkyl, cycloalkenyl, 
5 cycloalkynyl, cycloalkylallQ^l, aryl, heterocyclyl, alkylaiyl, aralkenyl, aralkyl, 

alkylheterocyclyl, heterocyclylalkyl and aryloxyalkyl; 
R"*, R^, R^^ and R^^ at each occurrence are independently selected from the group 
consisting of hydrogen, halogen, alkyl, alkenyl, alkynyl, alkoxy, alkenoxy, 
alkynoxy, thioalkoxy, hydroxyalkyl, aliphatic acyl, 

10 -CF3, -CO2H, -SH, -CN, -NO2, -NH2, -OH, alkynylamino, 

alkoxycarbonyl, heterocycloyl, carboxy, -N(CrC3 alkyl)-C(0)(CrC3 
all^l), -NHC(0)N(CrC3 alkyl)C(0)NH(CrC3alkyl), -NHC(0)NH(Ci-C6 
alkyl), -NHS02(Ci-C3 alkyl), -NHSCfeCaryl), aIkoxyalkyl,alkylamino, 
alkenylamino, di(Ci-C3)amino, -C{0)0-(C!-C3)all<yl, 

15 -C(0)NH-(Ci-C3)alkyl, -C(0)N(Ci-C3 alkyl)2, -CH=NOH, -PO3H2. 

-OPO3H2, haloalkyl, alkoxyalkoxy, carboxaldehyde, carboxamide, 
cycloalkyl, cycloalkei^rl, cycloalkynyl, cycloalkylalkyl, aiyl, aroyl, 
aryloxy, axylamino, biaiyl, fhioaiyl, diaiylamino, heterocyclyl, alkylaiyl, 
aralkenyl, aralkyl, aU^lheterocyclyl, heterocyclylalkyl, sulfonyl, -S02-(Ci- 

20 C3 alkyl), -S03-(CrC3 alkyl), sulfonamido, caibamate, aryloxyalkyl and 

-C(0)NH(benzyl) groups; 
R^ R^, R' ^ and R^^ are each independently selected from the group consisting of allg^l, 
alkenyl, alkynyl, hydroxyalkyl, aliphatic acyl, alkynylamino, alkoxycarbonyl, 
heterocycloyl, -CH=NOH, haloalkyl, alkoxyalkoxy, carboxaldehyde, 

25 carboxamide, cycloalkyl, cycloalkenyl, cycloalkynyl, cycloalkylalkyl, aiyl, 

aroyl, aryloxy, aiylamino, biaiyl, thioaryl, diarylamino, heterocyclyl, alkylaiyl, 
aralkenyl, aralkyl, alkylheterocyclyl, heterocyclylalkyl, carbamate, 
aryloxyalkyl, hydrogen and -C(0)NH(benzyl) groups; 
wherein B, R\ R^ R^ R', R'°, R", R^^and R^ are unsubstituted or substituted 

30 with at least one election donating or electron withdrawing group; 

wherein when L is NR^ ^ R^ and R* * taken together may form a ring; 
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and wherein and taken together may form a ring; 
or a pharmaceutically acceptable salt thereof; 

one or more other therapeutically active compounds and a pharmacologically 
acceptable diluent 

A pharmaceutical composition comprising a compound of the structure 



r26 




wherein h is an integer of zero to five; 

B is selected firom Ihe group consisting of hydrogen, alkyl, alkenyl, 

alkyityl, hydroxyalkyl, haloalkyl, -CF3, cycloallQrl, cycloalkenyl, 
cycloalkynyl, cycloalkylaUqrl, aryl, heterocyclyl, alkylaryl, aralkenyl, aiall^l, 
alkylheterocyclyl, heterocyclylalkyl and aryloxyalkyl; 
R^**, R^ and R^ are each independently selected from the group consisting of 
hydrogen, halogen, all^, alkenyl, alkynyl, alkoxy, alkenoxy, alkynoxy, 
thioalkoxy, hydroxyalkyl, aliphatic acyl, 

-CF3, -CO2H, -SH, -CN, -NO2, -NH2, -OH, alkynylamino, alkoxycarbonyl, 
heterocycloyl, carboxy, -N(CrC3 alkyI)-C(0)(Ci-C3 alkyl), 
-NHC(0)N(C,-C3 alkyl)C(0)NH(C,-C3alkyl), -NHC(0)NH(C,-C6 alkyl), 
-NHS02(Ci-C3 alkyl), -NHSChCaryl), alkoxyalkyl, alkylamino, 
alkenylamino, di(Ci-C3)amino, -C(0)0-(Ci-C3)alkyl, -C(0)NH-(C|- 
C3)alkyl, -C(0)N(Ci-C3 alkyl)2, -CH=NOH, 

-PO3H2, -OPO3H2, haloalkyl, alkoxyalkoxy, carboxaldehyde, carboxamide, 
cycloallQ^l, cycloalkenyl, cycloalkynyl, cycloalkylalkyl, aryl, aroyl, 
aiyloxy, aiylamino, biaiyl, tiiioaryl, diarylamino, heterocyclyl, alkylaryl. 
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aralkenyl, aralkyl, alkylheterocyclyl, heterocyclylalkyl, sulfonyl, -S02-(Cr 
C3 alkyl), -S03-(Ci-C3 alkyl), sulfonamido, carbamate, aiyloxyalkyl and 
-C(0)NH(benzyl) groups; 
R^^, at each occurrence, is independently selected from the group consisting of 
5 halogen, hydroxyl, alkyl, alkenyl, alkynyl, alkoxy, alkenoxy, alkynoxy, 

thioalkoxy, hydroxyalkyl, aliphatic acyl, 

-CF3, -CO2H, -SH, -GN, -NO2, -NH2, alkynylamino, alkoxycarbonyl, 
heterocycloyl, carboxy, -N(Ci-C3 alkyl>C(0)(CrC3 alkyl), 
-NHC(0)N(C,-C3 alkyl)C(0)NH(Ci-C3alkyl), -NHC(0)NH(Ci-C6 alkyl), 
10 -NHS02(CrC3 alkyl), -NHSOzCaiyl), -N(CrC3alkyl)S02(CrC3alkyl), 

-N(CrC3alkyl)S02(aryl), alkoxyalkyl, alkylamino, alkenylamino, di(Cr 
C3)amino, -C(0)0-(Ci-C3)alkyl, 

-C(0)NH-(Cj-C3)alkyl, -C{0)N(Ci-C3alkyl)2, -CH=NOH, -PO3H2, 
-OPO3H2, haloalkyl, alkoxyalkoxy, caiboxaldehyde, carboxamide, 

15 cycloalkyl, cycloalkenyl, cycloalkynyl, cycloaDcylalkyl, aiyl, aroyl, 

aiyloxy, aiylamino, biaiyl, thioaryl, diaiylamino, heterocyclyl, alkylaryl, 
aralkenyl, aralkyl, allsylheterocyclyl, heterocyclylalkyl, sulfonyl, 
-S02-(CrC3 all<yl), -S03-(Ci-C3 alkyl), sulfonamido, carbamate, 
aiyloxyalkyl and-C(0)NH(benzyl) groups; 

20 R^, R^ and R'^ are each independently selected from the group consisting of 

alkyl, alkenyl, alkynyl, hydroxyalkyl, aliphatic acyl, alkynylamino, 
alkoxycarbonyl, heterocycloyl, -CH=NOH, haloalkyl, alkoxyalkoxy, 
carboxaldehyde, carboxamide, cycloalkyl, cycloalkenyl, cycloalkynyl, 
cycloalkylalkyi, aryl, aroyl, aryloxy, arylamino, biaryl, thioaryl, diaiylamino, 

25 heterocyclyl, alkylaryl, aralkenyl, aralkyl, alkylheterocyclyl, heterocyclylalkyl, 

carbamate, aiyloxyalkyl, hydrogen and -C(0)NH(ben2yl) groups; and, 
R^^ is selected from the group consisting of hydrogen, alkyl, alkenyl, alkynyl, 

hydroxyalkyl, aliphatic acyl, -CF3, alkoxycarbonyl, heterocycloyl, carboxy, 
-C(0)0-(CrC3)alkyl. -C(0)NH-(CrC3)alkyl, -C(0)N(C,-C3 alkyl)2, - 

50 PO3H2, haloalkyl, carboxamide, cycloalkyl, cycloalkenyl, cycloalkynyl, 

cycloallq^lalkyl, aryl, aroyl, biaryl, heterocyclyl, alkylaryl, aralkenyl, 
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aralkyl, alkylheterocyclyl, heterocyclylalkyl, sulfonyl, -SOa-CCi-Cs alkyl), 
sulfonamido, aryloxyalkyl and -C(0)NH(ben2yl) groups; 
wherein B, R^ R\ R^ R^^ and R^^ are unsubstituted or 

substituted with at least one electron donating or electron withdrawing group; 
5 wherein R^ ^ and R^'* taken together may form a ring; 

R^"* and R" taken together may form a ring; 

25 26 

R and R taken together may form a ring; 

and wherein R' and R^^ taken together may form a ring; 
or a pharmaceutically acceptable salt thereof; 
10 one or more other therapeutically active compounds and a phannacologically 

acceptable diluent 

11. The composition of claim 10 wherein B, R^ R^, R', R*^ R^, R^ and R^*^ are each 
independently hydrogen and R*^ is substituted or unsubstituted aralkyl. 

15 

12. A pharmaceutical composition comprising a compound of tiie structure 




wherein Z, at each occurrence, is independently selected from the group 
20 consisting of 0(0), N, CR^^ C(R^' )(R^^ m?\ CH, O and S; 

z is an integer of from 3 to 6; 
k is an integ^ of fixim 0 to 5; 

T is selected from the group consisting of C(0) and (CH2)b wherein b is an 
integer of from 0 to 3; 
25 L is selected frx>m the group consisting of O, NR' \ S> and 
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(CH2)n wherein n is an integer of 0 or 1 ; 

aie each independently selected fiom the group consisting of 
alkyl, alkenyl, alkynyl, hydroxyaOQ^l, aliphatic acyl, alkynylamino, 
alkoxycarbonyl, heterocycloyl, -CH=NOH, haloalkyl, alkoxyalkoxy, 
carboxaldehyde, caiboxamide, cycloalkyl, cycloalkenyl, cycloalkynyl, 
cycloalkylalkyl, aryl, aroyl, aryloxy, arylamino, biaryl, thioaiyl, diarylamino, 
heterocyclyl, alkylaryl, aralkenyl, aralkyl, alkylheterocyclyl, heterocyclylalkyl, 
carbamate, aryloxyalkyl, hydrogen and -C(0)NH(benzyl) groups; 
B is selected from the group consisting of hydrogen, alkyl, alkenyl, 

alkynyl, hydroxyalkyl, haloalkyl, -CF3, cycloalkyl, cycloalkenyl, 
cycloalkynyl, cycloalkylalkyl, aiyl, heterocyclyl, alkylaiyl, aralkenyl, aralkyl, 
alkylheterocyclyl, heterocyclylalkyl and aryloxyalkyl; 
R^ R', R'®, R^**, R^' and R^^ at each occurrence are independently selected from 
the group consisting of hydrogen, halogen, alkyl, alkenyl, all^yl, alkoxy, 
alkenoxy, alkynoxy, thioalkoxy, hydroxyalkyl, aliphatic acyl, -CF3, 
-CO2H, -SH, -OH, -CN, -NO2, -NH2, alloTjylamino, alkoxycarbonyl, 
heterocycloyl, caiboxy, -N(Ci-C3 alkyl)-C(0)(Ci-C3 alkyl), 
-NHC(0)N(Ci-C3 alkyl)C(0)NH(Ci-C3alkyl), -NHC(0)NH(Ci-C6 alkyl), 
-NHS02(Ci-C3 alkyl), -NHSOiCaiyl), alkoxyalkyl, alkylamino, 
alkenylamino, di(Ci-C3)amino, -C(0)0-(Ci-C3)allqrl, -C(0)NH-(Cr 
C3)alkyl, -C(0)N(CrC3alkyl)2, -CH=NOH, -PO3H2, -OPO3H2, haloalkyl, 
alkoxyalkoxy, carboxaldehyde, carboxamide, cycloalkyl, cycloalkenyl, 
cycloalkynyl, cycloalkylalkyl, aryl, aroyl, aryloxy, arylamino, biaiyl, 
thioaryl, diarylamino, heterocyclyl, alkylaiyl, aralkenyl, aralkyl, 
alkylheterocyclyl, heterocyclylalkyl, sulfonyl, -S02-(Ci-C3 alkyl), -SO3- 
(C1-C3 alkyl), sulfonamido, carbamate, aryloxyalkyl and 
-C(0)NH(benzyl) groups; and 
R^', at each occurrence, is independently selected from the group consisting of 
halogen, alkyl, alkenyl, alkynyl, alkoxy, alkenoxy, alkynoxy, thioalkoxy, 
hydroxyalkyl, aliphatic acyl, -CF3, -CO2H, -SH, -CN, -NQ2, -NH2, -OH, 
alkynylamino, alkoxycarbonyl, heteroc^loyl, carboxy, -N(Ci-C3 alkyl)- 
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C(0)(CrC3 alkyl). .NHC(0)N(C,-C3 alkyl)C(0)NH(Ci-C3alkyl), 
-NHC(0)NH(CrC6alkyl), -NHSOztCi-Cj alkyl), -NHSOzCaiyl), 
alkoxyallq^l, alkylamino, alkenylamino, di(Ci-C3)amino, -C(0)0-(Ci- 
C3)alkyl, -C(0)NH-(Ci-C3)alkyl, -C(0)N(Ci-C3aIkyl)2, -CH=NOH, 
5 -PO3H2, -OPO3H2, haloalkyl, alkoxyalkoxy, carboxaldehyde, carboxamide, 

cycloalkyl, cycloalkenyl, cycloalkynyl, cycloalkylalkyl, aiyl, aroyl, 
aryloxy, arylamino, biaryl, thioaryl, diarylamino, heterocyclyl, alkylaryl, 
aralkenyl, aralkyl, allcylheterocyclyl, heterocyclylalkyl, sulfonyl, 
-S02-(C|-C3 alkyl), -S03-(Ci-C3 alkyl), sulfonamido, carbamate, 
10 aryloxyalkyl and -C(0)NH(benzyl) groups; 

wherein B, R^ R^ R^ R^ R^*^, R» \ r'\ R^^ R^^, R^*, R^^ r33 

unsubstituted or substituted with at least one electron donating or electron 

withdrawing group; 
wherein when L is NR* R* and ' taken together may form a ring; 
15 and wherein R^ and R^'' taken together may form a ring; 

or a pharmaceutically acceptable salt thereof; 

one or more other therapeutically active compounds and a pharmacologically 
acceptable diluent. 

20 13. The composition of claim 1 2 wherein z is tiiree or four. 

14. The composition of claim 1 where the compound of stnicture (I) is (3S)-3-[({[l-(2- 
chlorobenzyl)-4-hydroxy-5-methyl-2-oxo-l,2-dihydropyridin-3-yl]amino}carbonyi)amino]-3- 
(4-methylphenyl)propanoic acid and pharmaceutically acceptable salts thereof 

25 

15. The composition of claim 1 where the compound of structure (I) is (3S)-3-[({[l-(2- 
chlorobenzyl)-4-hydroxy-2-oxo-2,5,6,7-tetrahydro-lH-cyclopenta[b]pyridin-3- 
l]amino}carbonyl)amino]-3-(4-methylphenyl)propanoic acid andphannaceutically acceptable 
salts thereof 

30 

16. The composition of claim 1 where the compound of stmcture (I) is (3S)-3-[({[l-(2- 
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cWorobenzyl)-4-hydroxy-5-methyl-2-^xo-l,2-dihydiDpyridin-3-^^^ 
[3-(diethylamino)phenyl]propanoic acid and phannaceutically acceptable salts thereof. 

17. The composition of claim 1 where the compound of structure (I) is (3S)-3-[({[l-(2- 
5 chlorobenzyl)-4-hydroxy-2-oxo-2,5,6,7-tetrahydro-lH-cyclopenta[b]pyridin-3-yl] 

amino}carbonyl)amino]-3-<3-isopropylphenyl)propanoic acid and phannaceutically 
acceptable salts thereof. 

18. The composition of claim 1 where the compound of structure (I) is (3S)-3-[({[l-(2- 
10 chlorobenzyl)-4-hydroxy-2-oxo-l,2-dihydro-l ,8-napthyridin-3-yl]amino} carbonyl)amino-3- 

(4-methylphenyl)propanoic acid and phannaceutically acceptable salts diereof 

19. The composition of claim 1 where the otibter flierapeutically active compounds are 
selected fix)m the group consisting of IL-5 antagonists, CCR-3 antagonists, corticosteroids, 

15 antihistamines, Leukotrine antagonists, COX-I and COX-II inhibitors, mast cell stabilizers, 
anti IL-5 and anti IgE antibodies, 11^5 synthesis and release inhibitors, TNF-a inhibitors, p38 
MAP kinase inhibitors, tzyptase inhibitors, anticytokine/antichemokine agents, vaccines, 
cromolyn, selectin antagonists, PD£ 4 inhibitors, p-agonists, muscarininc antagonists and 
immunosuppressives, CD20 antagonists and syk tyrosine kinase inhibitors. 

20 

20. A method for treating an inflammatory disease m a mammal con^irising 
administering to said mammal a therapeutically effective amoimt of a composition of claim 
1. 

25 21 . The method of claim 20 wherein the inflammatory disease is selected from 

psoriasis, asthma, atherosclerosis, multiple sclerosis, Guillan-Barr Syndrome, rheumatoid 
arthritis, inflanunatory bowel disease and reperfusion injury. 

22. A method for treating an inflammatory disease in a mammal comprising administering 
30 to said mammal a therapeutically effective amount of a combination of a compound of 

stmcture (I) in claim 1 and an effective amount of one or more other therapeutic compounds. 
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23. The method of claim 22 wherein the inflammatoiy disease is selected from psoriasis, 
asthma, atherosclerosis, multiple sclerosis, Guillan-Barr Syndrome, rheumatoid arthritis, 
inflammatory bowel disease and reperfiision injury. 

5 

24. The composition of claim 19 wherein the compound of structure (I) is selected from 
the group consisting of (3S)-3-[({[l-(2-chlorobenzyl)-4-hydroxy-5-methyl-2-oxo-l,2- 
dihydropyridin-3-yl]amino} carbonyl)amino]-3-(4-methylphenyl)propanoic acid; (3S)-3-[( {[ 1 - 
(2-chlorobenzyl)-4-hydroxy-2-oxo-2,5,6,7-tetrahydro-lH-cyclopenta [b]pyridin-3~ 

10 l]amino}carbonyl)amino]-3-(4-methylphenyl)propanoic acid; (3S)-3-[({[l-(2-chlorobenzyl)- 
4-hydroxy-5-methyl-2-oxo-l,2-dihydropyridin-3-yl]amino}carbonyl)amino]-3-[3- 
(diethylaniino)phenyl]propanoic acid; (3S)-3-[({[l-<2-chlorobenzyl)-4-hydroxy-2-oxo- 
2,5,6,74etrahydro-lH-cyclopenta[b]pyridin-3-yl]amino}carbonyl)amino]-3-(3- 
isopropylphenyl)propanoic acid; and (3S)-3-[({[l-(2-chlorobenzyl)-4-hydK)xy-2-oxo-l,2- 

15 dihydro-1 ,8-napthyridin-3-yl]amino} carbonyl) amino-3-(4-methylphenyl)propanoic acid and 
pharmaceutically acceptable salts diereof. 

25. The method of claim 20 wherein the compound of structure ® is selected from flie 
group consisting of (3S)-3-[({[l-(2-chlorobenzyl)-4-hydroxy-5-methyl-2-oxo-l,2- 

20 dihydropyridm-3-yl]amino}carbonyl)amino]-3-(4-methylphenyl)propanoi acid; (3S)-3-[({[l- 
(2-chlorobenzyl)-4-hydroxy-2-oxo-2,5,6,74etrahydro-lH-cyclopenta [b]pyridin-3- 
l]amino}carbonyl)aniino]-3-(4-methylphenyl)propanoic acid; (3S)-3-[({[l-(2-chloroben^l)- 
4-hydroxy-5-methyl-2-oxo-l,2-dihydropyridin-3-yl]aniino}carbonyl)amino]-3-[3- 
(diethylamino)phenyl]propanoic acid; (3 S)-3-[( { [ 1 -(2-chlorobenzyl)-4-hydroxy-2-oxo- 

25 2,5,6,7-tetrahydro-lH-cyclopenta[b]pyridin-3-yl]amino}carbonyl)amino]-3-{3- 

isopropylphenyl)propanoic acid; and (3S>3-[({[l-(2-chlorobenzyl)-4-hydroxy-2-oxo-l,2- 
dihydro-l,8-napthyridin-3-yl]amino} carbonyl) amino-3-(4-methylphenyl)propanoic acid and 
pharmaceutically acceptable salts thereof 

30 26. A kit comprising in a single package, one container comprising a compound that 

inhibits binding of an cciPi integrin to its receptors as set forth in stmcture (Q in claim 1 in a 
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pharmaceutically acceptable carrier and one or more separate containers comprising oAict 
therapeutic compounds in pharmaceutically acceptable carriers, with the compound that 
inhibits binding of a4pi integrin to its receptors and the other therapeutic compounds bemg 
present in amounts such that the combination is effective to treat disease states mediated by 
5 a4pi integrin binding. 



